REMARKS 

Upon entry of the foregoing amendment, Claims 1-3, 6-44 and 47-68 will remain pending 
in the appUcation. Claims 1,6,7, 44, 47 and 48 have been amended; new Claims 64 -68 have 
been added and Claims 4, 5, 45 and 46 have been canceled. These changes do not introduce new 
matter, and their entry is respectfully requested. Claims 1-3,6-12, 44, 47-49, 64-66 are currently 
under consideration. 

In the Office Action of November 6, 2008, the Examiner set forth a number of grounds 
for rejection. These grounds are addressed individually and in detail below. 

Claim/Objections 

Claims 1, 7 and 44 stand objected to for reasons set forth on page 2 of the Office Action. 
Claims 1 and 44 have been amended to recite "administering a polyunsaturated fatty acid to the 
living subject," as suggested by the Examiner. Claim 7 has been amended to correct the typo 
"lowdensity." Applicants respectfully submit that the amendments obviate the grounds of the 
objection. Withdrawal of the objection is respectfully requested. 

Information Disclosure Statement 

Applicants filed herewith a Supplemental IDS to overcome the objection. 
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Claims Rejections Under 35 U.S.C. S 112, first parasraph 



Claims 1-12 and 44-49 stand rejected vinder 35 U.S.C. § 1 12, first paragraph, as failing to 
comply with the enablement reqviirement for reasons stated on pages 3-6 of the Office Action. 
Applicants respectfully traverse the rejection. 

The Examiner alleges that the specification is not sufficient to enable one artisan in the 
field to use the steps recited in the original claims for diagnosing and monitoring the progression 
of a vascular disease because (1) there is no study on the correlation between the change in the 
endogenous auto-antibody levels with the severity of the vascular disease, (2) the detected 
change in auto-antibody levels is transient and cannot be used to verify/characterize the 
progression and diagnosing of the vascular disease, and (3) the specification does not show 
whether the oxidized HDL, VLDL, or intermediate lipoprotein in fact correlate well with the 
severity of the vascular disease. 

In order to expedite prosecution, Applicants have amended Claims 1 and 44 to recite a 
method of diagnosing a vascular disease (Claim 1) or cardiovascular disease (Claim 44) in a 
living subject comprising the steps of: (a) measuring the amount of endogenous circulating 
antibodies directed against an oxidatively damaged low-density lipoprotein in a sample of blood 
from the living subject ; (b) administering a polyimsaturated fatty acid to the living subject; (c) 
measuring the amount of said endogenous circulating antibodies in a second sample of blood 
from the living subject obtained after the administration of said polyunsaturated fatty acid; and, 
(d) determining the difference in the amount of said endogenous circulating antibodies between 
(a) and (c). Applicants respectfiilly submit that Claims 1 and 44, as amended, are fully enabled 
by the specification. 
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As set forth in In re Wands, 858 F.2d 731, 8 USPQ2d 1400 (Fed. Cir. 1988), factors to be 
considered in determining whether a disclosure satisfies the enablement requirement include (A) 
The breadth of the claims; (B) The nature of the invention; (C) The state of the prior art; (D) The 
level of one of ordinary skill; (E) The level of predictability in the art; (F) The amount of 
direction provided by the inventor; (G) The existence of working examples; and (H) The quantity 
of experimentation needed to make or use the invention based on the content of the disclosure. 

In this case. Claims 1 and 44 are directed to a method of diagnosing a vascular disease 
(Claim 1) or cardiovascular disease (Claim 44) in a living subject. The nature of the present 
invention is in the fields of molecular and cellular biology, biochemistry and diagnostics. There 
is no prior art describing the correlation between the change in the levels of endogenous 
circulating antibodies directed against an oxidatively damaged LDL and vascular disease. The 
level of one of ordinary skill in the art is high, typically a person with a Ph.D. or M.D. degree 
with several years research experience. Although the level of predictability is considered low in 
the art of biotechnology, the instant application has provided a detailed description on how to 
measure the levels of endogenous circulating antibodies directed against an oxidatively damaged 
LDL and how to administer a polyunsaturated fatty acid. The instant application further 
provides working examples demonstrating (1) a fat-induced antibody reduction (FIAR) test that 
can be used as an assessment of endothelial function (Example 2), (2) auto-antibody titers were 
transiently reduced in CAD patients, and (3) there was a decrease in the levels of endogenous 
circulating antibodies directed against an oxidatively damaged LDL following administration of 
a polyunsaturated fatty acid in patients with coronary artery disease. 
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With the detailed teaching in the instant application, a person of ordinary skill in the art would be 
able to administer a polyunsaturated fatty acid to a living subject, measure the amount of 
endogenous circulating antibodies directed against an oxidatively damaged low-density 
lipoprotein in the living subject before and after the administration of the polyunsaturated fatty 
acid, determine the difference in the amount of the endogenous circulating antibodies before and 
after the administration of the polyunsaturated fatty acid, and make a diagnosis as to whether the 
subject is suffering from a vascular or cardiovascular disease. 

Applicants respectfully submit that based on the evidence regarding each of the above 
factors, the specification at the time the application was filed would have taught one skilled in 
the art how to make and/or use the full scope of the claimed invention without undue 
experimentation. Accordingly, Claims 1, 44 and 66 as well as Claims 2-12, 45-49 and 64-68 
which depend from one of Claims 1 and 44 are fully enabled by the present specification. 

In view of the foregoing. Applicants respectfiilly submit that the grounds for this 
rejection have been obviated and withdrawal of the 35 U.S.C. §112, first paragraph, rejection is 
respectfully requested. 
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CONCLUSION 



All of the stated groimds of rejection have been properly traversed, accommodated, or 
rendered moot. Applicants therefore respectfiilly reject that the Examiner reconsider all presently 
outstanding rejections and that they be withdrawn. It is believed that a full and complete response 
has been made to the outstanding Office Action and, as such, the present application is in condition 
for allowance. 

If the Examiner believes, for any reason, that personal communication will expedite 
prosecution of the application, the Examiner is invited to contact Applicants' counsel. 
Ping Wang, M.D. (Reg. No. 48,328), at 202.842.0217. 



1333 H Street, N.W. 
Suite 820 

Washington, D.C. 20005 
Telephone No. 202.842.0217 
Facsimile No. 202.408.5146 



Respectfully submitted. 



MORRIS, MANNING & MARTIN, LLP 
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